a b s t r a c t DHEA and DHEAS are steroids synthesized in human adrenals, but their function is unclear. In addition to adrenal synthesis, evidence also indicates that DHEA and DHEAS are synthesized in the brain, further suggesting a role of these hormones in brain function and development. Despite intensifying research into the biology of DHEA and DHEAS, many questions concerning their mechanisms of action and their potential involvement in neuropsychiatric illnesses remain unanswered. We review and distill the preclinical and clinical data on DHEA and DHEAS, focusing on (i) biological actions and putative mechanisms of action, (ii) differences in endogenous circulating concentrations in normal subjects and patients with neuropsychiatric diseases, and (iii) the therapeutic potential of DHEA in treating these conditions. Biological actions of DHEA and DHEAS include neuroprotection, neurite growth, and antagonistic effects on oxidants and glucocorticoids. Accumulating data suggest abnormal DHEA and/or DHEAS concentrations in several neuropsychiatric conditions. The evidence that DHEA and DHEAS may be fruitful targets for pharmacotherapy in some conditions is reviewed.
Introduction
Dehydroepiandrosterone (DHEA) and its sulfate ester, DHEAS, together represent the most abundant steroid hormones in the human body. Nonetheless, their physiological significance, their mechanisms of action and their possible roles in human disease are not well understood. Highlighting the potential health significance of DHEA and DHEAS, concentrations of these hormones in humans typically decrease steadily with age, approaching a nadir at about the time many diseases of aging become markedly more prevalent. Observations such as these, coupled with basic and preclinical demonstrations of DHEA's biological effects, fostered hope that restoring DHEA to youthful levels might, conservatively, increase well-being and, optimistically, extend life, protect the brain, 0091 -3022/$ -see front matter Ó 2008 Elsevier Inc. All rights reserved. doi:10.1016/j.yfrne.2008.11.002
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The field of inquiry into the neurobiological actions of DHEA and DHEAS (jointly referred to in this article as ''DHEA(S)") is rapidly growing. The goal of the present article is to review (1) the basic and preclinical studies of DHEA(S)' biological actions in the brain and their purported mechanisms of action, (2) differences in endogenous circulating concentrations in normal individuals and patients with certain neuropsychiatric illnesses (depression, anxiety, schizophrenia and dementia), and (3) the therapeutic potential of DHEA(S) in treating these neuropsychiatric conditions.
DHEA(S) secretion changes across the lifespan
During human gestation, high concentrations of DHEAS are secreted by the fetal zone of the adrenal gland [199] . After birth, DHEA(S) concentrations decline over the first six months and remain low until adrenarche starts at six to eight years in both boys and girls, at which point DHEA(S) is synthesized and secreted from the zona reticularis layer of the adrenal cortex and circulating concentrations begin to rise [120, 234] . Adult humans secrete both DHEA and DHEAS from the zona reticularis of the adrenal cortex and also DHEA from the ovary and testis [224] . Circulating concentrations (in both plasma and cerebrospinal fluid) peak in the mid-20's and then progressively decline with age in both men and women, approaching a nadir (approximately 20% of peak concentrations) at approximately 65-70 years, the age at which the incidence of many age-related illnesses steeply increases [18, 115, 254] . In men, plasma DHEAS concentrations decrease by an average of 1-4% per year between the ages of 40 and 80 years [214, 313] and 2% per year in women [313] . The majority of people exhibit decreases in concentrations of these hormones with aging, although one study suggested that 15% of women and 5% of men show true increases in DHEAS over a 10-14 year follow-up period [313] .
Biosynthesis of DHEA(S)
Dehydroepiandrosterone, 5-androsten-3 beta-ol-17-one, is a 19 carbon steroid that is synthesized from cholesterol by two steroid metabolizing enzymes (see Fig. 1 , for more details about the biochemistry of steroid synthesis of DHEA see [16, 201] ). The first, rate-limiting, and hormonally regulated step in the synthesis of all steroid hormones is the conversion of cholesterol into pregnenolone by the mitochondrial enzyme cholesterol side chain cleavage P450scc. Pregnenolone is converted into DHEA by the enzyme cytochrome P450c17; this single enzyme catalyzes both the 17a-hydroxylation reaction converting pregnenolone to 17-OH pregnenolone and the 17,20-lyase reaction converting 17-OH pregnenolone to DHEA [16, 201] (Fig. 1) . The sulfation of DHEA into its more stable sulfate ester DHEAS is catalyzed by the enzyme hydroxysteroid sulfotransferase (HST, SULT2A1), commonly known as DHEA sulfotransferase. DHEAS can be converted back into DHEA by steroid sulfatase (STS).
People with 17a-hydroxylase deficiency are characterized by sexual infantilism in phenotypic females (due to lack of sex steroid precursors), 46 ,XY disorder of sexual development (lack of masculinization-female infantile external genitalia, no uterus), hypertension, and hyperkalemia [70, 264] . P450c17 is encoded by a single gene (cyp17) and mutations can cause either 17a-hydroxylase deficiency or 17,20-lyase deficiency or both [70, 264] . In addition to its expression in human adrenals and gonads, P450c17 is also expressed in the brain [66, 78, 127] , where it may synthesize DHEA from pregnenolone [78, 127] (further discussion of DHEA(S) as a neurosteroid is in Section 6). There are no reported neurological problems in people with P450c17 gene mutations, perhaps because they obtain sufficient quantities of 17-hydroxylated steroids from their mothers during prenatal development. Adults with P450c17 gene mutations are not well studied and may be an interesting group to examine with regard to neuropsychiatric illness, although this could be complicated with the possible psychological effects of sexual infantilism. Mouse studies knocking out this gene were uninformative, as the P450c17 À/À mice died by embryonic day 7 before gastrulation, and the cause of this early lethality is unknown [19] .
Relative DHEA(S) concentrations in brain vs. plasma vs. CSF in humans
Higher concentrations of DHEA are found in the brain compared to plasma. In a study of ten postmortem human brains, DHEA concentrations were 29.4 nmol/kg in prefrontal lobe, 16 .3 nmol/kg in parietal lobe, 13.1 nmol/kg in temporal cortex, 16.9 nmol/kg in cerebellum, and 18.7 nmol/kg in corpus callosum [164] . These data were derived from nine women and one man (76-93 years old), and it is worth noting that large individual differences in DHEA brain concentrations were observed, with prefrontal lobe DHEA concentrations ranging from 9.8 to 470 nmol/kg [164] . Mean DHEA concentrations were 1.83 nM in plasma of living human subjects of similar ages, which results in a brain-to-plasma ratio of $6.5 [164] . Although human brain concentrations of DHEA are higher than plasma concentrations, cerebrospinal fluid (CSF) concentrations of DHEA are lower than plasma concentrations. DHEA concentrations in CSF were $5% of those found in the plasma of humans [115] .
The validity of reported measurements of DHEAS and pregnenolone sulfate in the brain has recently been questioned [176, 277] . Many studies have relied on identification of parent compounds after separation of steroid sulfates from free steroids by organic:aqueous solvent extraction followed by a chemical reaction (solvolysis) to remove the sulfate. Analyses of sulfated steroids after extraction and solvolysis have found high concentrations of DHEAS and pregnenolone sulfate in rodent and human brains [68, 69, 165, 327] . Recent studies that measure intact sulfated compounds without deconjugation [113, [124] [125] [126] 179, 180, 203] or a protocol incorporating a solid-phase extraction column purification step and simultaneous hydrolysis/derivatization with heptafluorobutyric anhydride [176, 218] have found neither DHEAS nor pregnenolone sulfate present in abundant quantities in rodent brains. For example, DHEAS was not detected in the brains of either Sprague-Dawley rats or Swiss mice (less than 0.3 ng/g) [176, 180] . However, high DHEAS concentrations were found in two samples of human brain tissue using the new sample preparation method described above and gas chromatography-mass spectrometry (GC-MS) analysis [176] . Hence, humans may indeed have high concentrations of brain DHEAS and older studies may turn out to be correct once verified using these newer analytic protocols [165, 327] . Studies relying solely on organic:aqueous extractions and solvolysis to measure DHEAS remain questionable and need to be reassessed.
Species differences-humans vs. rodents
Humans and rodents (rats and mice) differ in the pathways through which sex steroids are synthesized. Whereas the D4 pathway predominates with rodents, the 17,20-lyase activity of the human P450c17 enzyme strongly prefers the D5 pathway [95] (see Fig. 1 ). Subsequent conversion of DHEA into androstenedione by 3b-hydroxysteroid dehydrogenase (3bHSD) is the only pathway by which humans produce androstenedione [67] . In rodents, conversion of cholesterol to androstenedione can occur through two pathways-the D5 pathway described above and the D4 pathway which involves the conversion of pregnenolone into progesterone (by 3bHSD) and progesterone conversion into androstenedione through the 17-OH-progesterone intermediary. Thus, humans make DHEA (D5 pathway) prior to downstream conversion into androstenedione and further metabolism into other sex steroids, whereas rodents go through the D4 pathway (predominantly) or D5 pathway. The species difference in predominant steroid pathways may partly explain species differences in peripheral circulating concentrations. Whereas DHEAS is the most abundant circulating steroid hormone in the human body [181] , rats and mice (the species typically studied) have low circulating concentrations of DHEA(S) in the periphery [71, 323] . Unlike humans who secrete DHEA(S) from their adrenal glands and gonads, rats and mice can only synthesize and secrete DHEA(S) from their gonads, as their adrenal glands lack P450c17 [169, 237, 323] .
Like humans, rats and mice have higher concentrations of DHEA in the brain compared to the plasma [68] . For example, SpragueDawley rats had mean DHEA concentrations of 0.08 ng/ml (0.28 nM) in plasma, while brain concentrations of DHEA were 0.42 ng/g (1.46 nmol/kg) in anterior brain and 0.12 ng/g (0.42 nmol/kg) in posterior brain [68] . These data are consistent with the hypothesis that in rodents, brain DHEA is derived mainly if not solely from local synthesis and not from peripheral synthesis. In human beings, brain DHEA may be derived from both local synthesis and peripheral synthesis. Thus, since DHEA is found in appreciable concentrations in brains of both human beings and rodents, rodents may indeed be a good model for studying the function of DHEA in the brain, but may not be an appropriate model for studying peripheral effects of these steroids.
DHEA(S) as a neurosteroid
Important actions in the central nervous system (CNS) were initially inferred from observations that DHEA and DHEAS were synthesized de novo in brain, as brain concentrations were higher than plasma concentrations and brain concentrations remained high after adrenalectomy and gonadectomy of rats [68, 69] . Indeed, they have been termed ''neurosteroids" for this reason [27, 28] . DHEA and DHEAS were among the first neurosteroids identified in rat brains [68, 69] . Cytochrome P450c17 was found in a subset of neurons of embryonic rodent brains [66] . P450c17 expression was mainly neuronal, its expression was found as early as embryonic day 9.5, and persisted in the CNS during embryonic development. In one study, P450c17 was not detected in the CNS in adult rats and mice by immunocytochemistry, raising the possibility that this enzyme, and its neurosteroid products, function mainly during development [66] . However, another study found P450c17 in adult male rat hippocampi by immunohistochemical staining [127] . In the hippocampus, P450c17 was localized to pyramidal neurons in the CA1-CA3 region and to granule cells of the dentate gyrus. In these cells, P450c17 was localized in pre-and post-synaptic locations and in the endoplasmic reticulum by immunoelectron microscope analysis [127] . While P450c17 protein was readily detected in the brain, the abundance of P450c17 mRNA transcripts in the embryonic mouse brain [66] or hippocampus of adult male rats was low, and was approximated to be 1/200th of the expression in the testis [127] .
DHEA can be synthesized in vivo in rat and frog brains. Rat brains were capable of converting pregnenolone into DHEA and this may be activity-dependent [127] . Basal P450c17 steroidogenic enzyme activity was low in the hippocampus, but could be enhanced by exposing neurons to N-methyl-D-aspartate (NMDA) [127] . Similar findings have been reported for NMDA stimulation of pregnenolone synthesis from cholesterol in the hippocampus [151] , suggesting that both P450scc and P450c17 are regulated by neurotransmitters. Frog brains also were found to synthesize DHEA from pregnenolone, and this enzymatic activity was reduced in a concentration-dependent manner by ketoconazole, an inhibitor of P450c17 [78] . P450c17 enzymatic activity and protein expression were co-localized, further indicating that the enzymatic activity was due to P450c17.
P450c17 expression has also been found in adult rat spinal cord [147] . Immunohistochemical studies localized P450c17 in both neurons and glial cells in the spinal cord. Slices of spinal cord tissue containing P450c17 protein converted [ 3 H]pregnenolone into [ 3 H]DHEA, and this conversion was reduced by ketoconazole. Thus, the spinal cord is one region in the CNS of rodents that expresses P450c17 and can synthesize DHEA endogenously from a precursor [147] .
DHEAS may be synthesized in the brain from DHEA [154, 155] . Sulfation of DHEA has been observed in the brains of rhesus monkeys in vivo and in human fetal brain slices in vitro [155] . Conversion of [ ]DHEAS was also found in incubations of brain homogenates from pons, hypothalamus, olfactory bulb, cortex, and striatum/hippocampus of fetal and adult Sprague-Dawley rats [246] and from thalamus, frontal cortex, basal ganglia, olfactory bulb, hippocampus, brainstem, midbrain, occipital cortex and cerebellum of adult Wistar rats [3] . In addition to mammals, DHEAS synthesis from DHEA has been observed in brain homogenates from hypothalamus and telencephalon but not rhombencephalon of adult European green frogs [29] . In frogs, DHEAS synthesis from DHEA could be inhibited by the hydroxysteroid transferase (HST) inhibitor 2,4-dichloro-6-nitrophenol (DCNP) [29] as well as by the neurotransmitter neuropeptide Y [30] .
Hydroxysteroid sulfotransferase (HST) or SULT2A1, also commonly referred to as DHEA sulfotransferase, is an enzyme that sulfonates DHEA (in addition to pregnenolone) [277, 299] . Western blotting and immunohistochemistry (with an antibody directed against partially purified rat liver HST) showed protein expression of an HST in adult Wistar rat brain [3] . However, the characterization of this HST was not fully addressed, and hence its identity was uncertain. Other studies using different antibodies to purified or well-characterized proteins have confirmed the finding of HST in the brains of rats [151, 282] and frogs [29] . SULT2A1 mRNA expression has been shown in rat brains [282] , thereby definitively demonstrating the presence of SULT2A1 in the brain. Future research on the activity and localization of newly discovered sulfotransferases, such as SULT2B and SULT4, may further our understanding of DHEA sulfonation in the brains of humans, rats and mice in the future [277, 283, 299] .
It is unlikely that brain DHEAS comes from the periphery because sulfated steroids are hydrophilic and do not readily cross the blood-brain barrier, as evidenced by low recovery (0.03%) of radioactively labeled DHEAS in the brains of Sprague-Dawley rats following intracardiac injection [154] . Although, one study has found increased pregnenolone sulfate in the brains of SpragueDawley rats after i.v. injection via the tail vein [325] . What little steroid sulfates do enter the brain may occur through organic anion transporting peptides (OATP), which may work to transport DHEAS in both directions [13] . However, steroid sulfates may egress from the brain more readily than they enter. The efflux clearance of [ 3 H]DHEAS across the blood-brain barrier was determined to be tenfold greater than its influx (118 ll/min-g efflux vs. 11.4 ll/min-g influx) [13] . Hence, DHEAS is predominately transported out of the brain across the blood-brain barrier, further suggesting that DHEAS found in the brain is most likely due to local synthesis.
Mechanisms of action for DHEA(S)
Steroid hormones affect gene transcription by binding to specific cytoplasmic receptors, and then translocating into the nucleus, or binding to receptors that are resident in the nucleus, where they bind to steroid responsive elements on DNA. To date, no nuclear steroid receptor with high affinity for either DHEA or DHEAS has been found [326, 328] . The mechanisms by which DHEA(S) operate are not fully understood [326] . DHEA(S) may mediate some of its actions through conversion into more potent sex steroids and activation of androgen or estrogen receptors in tissue (i.e. skin, liver, brain) [162] . In addition to DHEA(S) having effects through its sex steroid metabolites (i.e. estradiol and testosterone), DHEA(S) may also have effects through its more immediate metabolites, such as 7a-hydroxy-DHEA [56] . Although no unique DHEA or DHEAS nuclear steroid receptor has been found, DHEA and DHEAS have been found to affect receptors and to show affinity for some binding sites [178, 326] .
In the brain, DHEA(S) modulates actions of the c-aminobutyric acid type A (GABA A ) receptor, the NMDA receptor, and the sigma subtype 1 (r 1 ) receptor [26, 27, 32, 65, 188, 193, 197] among others [236, 266, 268] . DHEA and DHEAS generally act as noncompetitive antagonists at the GABA A receptor, with DHEAS having more potent antagonistic effects than DHEA [132, 188, 196, 290 ] (see Fig. 2 ). DHEA(S) generally acts as a positive allosteric modulator of the NMDA receptor, although the binding of DHEA(S) with an interaction site on the NMDA receptor is not well documented [27, 65] . DHEA(S) can potentiate NMDA receptor function through its actions as a r 1 receptor agonist (see Fig. 2 ). However, in nonhippocampal brain regions DHEA(S) may inhibit glutamate neurotransmission through r receptors, since r receptor agonists were shown to reduce NMDA-induced dopamine release in the striatum [108] . In an electrophysiological study with Sprague-Dawley rats, intravenous (i.v.) administration of DHEA (100-500 lg/kg) potentiated the NMDA neuronal response of CA3 rat hippocampus pyramidal neurons in a dose-dependent manner [32] . The addition of r receptor antagonist haloperidol or r 1 receptor antagonist N-dipropyl-2-(4-methoxy-3-(2-phenylethoxy)phenyl)-ethylamine monohydrochloride (NE-100), but not saline or spiperone (which has low affinity for r receptors), inhibited the potentiating effect of DHEA, suggesting that DHEA can modulate the NMDA response through r 1 receptors [32] . [32, 193, 205] . DHEAS, but not DHEA, augments cholinergic function in several animal models [101] . Intraperitoneal (i.p.) administration of DHEAS (25-250 lmol/kg) increased acetylcholine (ACh) release from hippocampal neurons in rats [256] . This effect has behavioral relevance in vivo, since DHEAS prevented (in a dose-dependent manner) the memory impairment induced by the ACh receptor antagonist scopolamine in mice [318] . The r 1 receptor antagonist NE-100 blocked the ameliorating effects of DHEAS in this model, suggesting that the modulation of the cholinergic system by DHEAS involves interaction with r 1 receptors [318] . Long term administration (15 days) of the STS inhibitor p-O-(sulfamoyl)-Ntetradecanoyl tyramine (DU-14) (which inhibits the conversion of DHEAS to DHEA) to rats increased plasma DHEAS concentrations, decreased DHEA concentrations, increased hippocampal ACh release, and blocked scopolamine-induced amnesia [257] .
Additional intracellular sites where DHEA may act have also been described. DHEA may interact directly with certain cytoskeleton components or novel membrane receptors. DHEA was found to bind to microtubule-associated protein (MAP)2C with strong affinity [168] . MAP2C, which is expressed at early development stages, was found in adult retina and olfactory bulb, which are tissues in which neurogenesis persists in the adult [168] . Intriguing leads are emerging for possible DHEA receptor sites in the periphery that may also exist in the central nervous system. A DHEA receptor was found on endothelial cell plasma membranes and it was coupled to endothelial nitric oxide synthase (eNOS) activity through G i/o proteins Ga i2 and Ga i3 [178] . DHEA(S) may also have actions at other receptors, including the peroxisome proliferator-activated receptor a (PPARa), pregnane X receptor, constitutive androstanol receptor, and estrogen receptor b [156, 312, 326] . Additional discussions of DHEA(S)' mechanisms are also detailed elsewhere [26, 65, 193, 197, 198, 236, [266] [267] [268] 308, 328, 329, 333, 337, 353] .
Neurobiological actions of DHEA(S)
In this section, we focus on reported neurobiological actions of DHEA(S) and their proposed mechanisms of action, which may or may not be mediated by some of the receptors discussed above. The focus of this review is on the possible mechanisms of action of DHEAS, DHEA and its more immediate metabolites (e.g., 7a-hydroxy-DHEA) in the brain, rather than the possible effects due to conversion of DHEA(S) into sex steroids (e.g., estradiol and testosterone). Neurobiological actions of estradiol and testosterone are well established [134] [135] [136] [137] 161, 211, 212, 266, 281, 317, 329] . In this review we have focused specifically on actions attributable directly to DHEA and DHEAS. Table 1 includes studies of the biological functions of DHEA and DHEAS and their proposed mechanisms of action. While most reviews about mechanisms of action of DHEA(S) are organized around actions at specific receptors, our review of the mechanisms is organized around the major biological actions of DHEA(S) in the brain. These major biological actions of DHEA(S) involve neuroprotection, neurite growth, neurogenesis and neuronal survival, apoptosis, catecholamine synthesis and secretion, as well as antioxidant, anti-inflammatory and anti-glucocorticoid effects. Each of these actions is reviewed in subsequent sections below.
Neuroprotection
A major biological action of DHEA(S) is neuroprotection. After contusive spinal cord injury (SCI), CD-1 female mice treated with DHEA had better locomotor recovery, left-right coordination, and fine motor control than control animals with SCI treated with dimethyl sulfoxide (DMSO) vehicle [93] . Mice treated with DHEA also had significantly more white matter spared at the epicenter of the injury and reduced area of reactive gliosis surrounding the lesion. DHEA treatment was intensive and consisted of three different modes of administration: a DHEA Matrigel patch (10 À10 M) applied to the spinal cord before closure of the wound, followed by 12 days of i.p. injections of saline containing DHEA (10 À6 M or 0.02 mg/kg/day) after SCI, and DHEA (10 À6 M) in the drinking water for 42 days [93] . Male Wistar rats implanted with 100 mg DHEA pellets subcutaneously (s.c.) 12 days prior to forebrain ischemia had reduced neuronal injury in the hippocampal CA1 region compared to controls implanted with placebo pellets [174] . Similarly, rabbits treated with DHEAS intravenously at a dose of 50 mg/kg 5 min after ischemic stroke had prolonged tolerance to ischemia compared to the vehicle-treated control group [166] . Although DHEAS acts as a noncompetitive GABA A receptor antagonist [188] (see Fig. 2 ), coadministration of the GABA A receptor antagonist bicuculline with DHEAS antagonised the neuroprotective effect of DHEAS [166] , suggesting that DHEAS mediated its effects through GABA A receptors. Although not examined in this study, the effects may be due to the metabolism of DHEAS into a GABA A receptor agonist in vivo, such as androstanediol or androsterone [143] .
DHEA and DHEAS are also neuroprotective in vitro. When rat cerebral cortical cultures were subjected to anoxia for 2 h in an anaerobic chamber and pretreated with DHEA (10 À8 and 10 À6 M) or DHEAS (10 À6 M), there was increased neuronal survival [190] . This increase in neuronal survival was not due to metabolism of DHEA(S) into estradiol, since concentrations of 17b-estradiol were not detectable in culture media [190] . In an in vitro model of brain ischemia, DHEAS was neuroprotective against mild to medium oxygen-glucose deprivation (OGD) (10-20% cell death) in rat cerebellar granule cell cultures [138] . OGD was induced by replacing the culture media with deoxygenated, glucose-free balanced salt solution. DHEAS was neuroprotective in a dose-dependent manner with 0.5 lM providing 50% of maximal neuroprotection and 10 lM providing almost complete neuroprotection [138] . DHEAS was ineffective against medium to severe OGD (greater than 40-50% of cell death). The addition of either the GABA A receptor agonist pentobarbital (100 lM) or GABA A receptor antagonist picrotoxin (200 lM) blocked the protective effect of DHEAS; thus, GABA A receptor mediated neuronal excitation as well as inhibition reduced the neuroprotective effects of DHEAS [138] . The finding that pentobarbital and picrotoxin had similar results in blocking the neuroprotective effects of DHEAS does not make intuitive sense. . DHEA influences embryonic neurite growth through stimulation (green arrow) of the NMDA receptor (Section 8.2). DHEA increases (green arrow) kinase activity of Akt and decreases apoptosis, while DHEAS decreases (red blocking arrow) Akt and increases apoptosis (Section 8.4). DHEAS increases (green arrows) TH mRNA and TH protein abundance (Section 8.5) leading to increased catecholamine synthesis. DHEA and DHEAS stimulate (green arrows) actin depolymerization and submembrane actin filament disassembly and (green arrows), increasing secretion of catecholamines (''da" and ''ne") from secretory vesicles (Section 8.5). DHEA and DHEAS inhibit (red blocking arrow) reactive oxygen species (ROS) activation of transcription mediated by NF-jB (Sections 8.6 and 8.7). DHEA inhibits (red blocking arrow) nuclear translocation of the glucocorticoid receptor (GR) (Section 8. 
In vivo
Male Lister Hooded rats AGC [145] channel blocked the neuroprotective effect of DHEAS. It is possible that different GABA A receptor modulators are acting at different sites of the GABA A receptor [233] or perhaps at different sub-populations of GABA A receptors. DHEA(S) may also be neuroprotective via blockade of excitotoxicity. The neurotoxic effects of ischemia could be due to the release of excessive amounts of excitatory amino acids. DHEAS protected cultured rat cerebellar granule cells against the toxic effects of glutamate, NMDA, 1-methyl-4-phenylpyridinum (MPP+) and colchicine [138] . DHEA was neuroprotective against glutamate and amyloid b protein (Ab) toxicity in HT-22 cells in a dose-dependent manner [53] . Both DHEA and DHEAS protect against NMDA toxicity in fetal rat hippocampal cultures [149] . DHEA was also protective against a-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid (AMPA) and kainic acid toxicity in vitro. Male Lister hooded rats implanted with DHEA pellets subcutaneously had reduced hippocampal lesions in response to intracerebral infusion of NMDA compared to controls implanted with paraffin pellets [149] . The finding that DHEA(S) is neuroprotective against NMDA toxicity highlights another conceptual difficulty. Because DHEA and DHEAS lead to stimulation of the NMDA receptor in the hippocampus, we would predict that DHEA(S) would worsen the toxicity of NMDA instead of being neuroprotective against it. However, DHEA(S) may be neuroprotective against NMDA toxicity through an alternative pathway, such as the r 1 receptor [193] or protecting the mitochondria against intracellular Ca 2+ overload [139] . In this regard, it has been found that DHEA reduced cytoplasmic Ca 2+ overload-induced loss of mitochondrial membrane potential by preventing Ca 2+ influx into the mitochondrial matrix in primary cerebellar granule cell culture [139] (see Fig. 2 ).
DHEA and DHEAS may act through different mechanisms. The neuroprotective effect of DHEA against NMDA-induced cytoxicity may be mediated by the NMDA receptor through modulation of the calcium/nitric oxide (NO) signaling pathway. DHEA, but not DHEAS, inhibited NMDA-induced NO production and NO synthase (NOS) activity in hippocampal cell culture [159] . The neuroprotective effect of DHEAS against NMDA-induced cytoxicity may be mediated via the r 1 receptor (see Fig. 2 ). The r 1 receptor antagonists rimcazole and BD1063 partially, but significantly, reversed the protective effect of DHEAS against NMDA-induced neurotoxicity [159] . These data suggest that DHEA and DHEAS have distinct and different mechanisms by which they may be neuroprotective.
While low concentrations of DHEA(S) can be neuroprotective, high concentrations of DHEA can be ineffective or neurotoxic. In mouse embryonic neuronal culture, DHEA (10 À8 and 10 À7 M) treatment increased neuronal survival, with higher concentrations (10 À6 , 10 À5 , and 10 À4 M) being less effective in a dose-dependent manner [41] . The administration of 500 nM DHEA (the highest concentration examined) was neurotoxic to rat hippocampal cultures [150] . High concentrations of DHEA (micromolar concentrations) have also been neurotoxic in vitro, with effects mediated through inhibition of complex I of the mitochondrial respiratory chain [269] . Neurotoxic effects have also been demonstrated in vivo. Male Balb/c mice fed a diet containing 0.6% DHEA for 10 weeks (average dose = 14 mg/day) and then a normal diet for 4 weeks had lower neuronal density in primary motor cortex and in hippocampal CA1 region compared to mice fed a standard diet [269] . In mouse primary neuronal cultures derived from whole brain, incubation with DHEA at micromolar concentrations for 24 h inhibited viability of neurons, and incubation with DHEA at 10 nM to micromolar concentrations for 72 h reduced viability of neurons [103] . Although DHEA had neurotoxic effects on pure neuronal cultures, incubations of DHEA with whole brain cultures containing mixed populations of neurons and glia had no detrimental effect on cell viability. Unlike DHEA, DHEAS had no effect on cell viability in either pure neuronal cultures or a mixed neuron and glia cultures. Similar results were obtained using SK-N-SH human neuroblastoma cells, with DHEA decreasing cell viability and DHEAS having no effect [103] . When neuroblastoma cells were incubated with both DHEA and DHEAS, DHEAS completely antagonized the neurotoxic effect of DHEA [103] . These data further support the conclusion that DHEA and DHEAS have distinct and different, and perhaps opposing functions.
Neurite growth
DHEA and DHEAS have dramatic and different effects on growth of embryonic rodent cortical neuronal [64] and glial [41] neurites. In neocortical neurons [64] , DHEA at low nanomolar concentrations increased the length of Tau-immunopositive neurites. These neurites were identified as axons. DHEA had much less effect on microtubule-associated protein-2 (MAP-2) immunopositive neurites (dendrites). By contrast, DHEAS at low nanomolar concentrations had no effect on axonal growth, but stimulated dendritic growth. DHEA stimulation of embryonic cortical neurons caused a dose-dependent increase in calcium entry into cells. This effect was blocked by the NMDA receptor antagonists (+)-5-methyl-10,11-dihydro-5H-dibenzo[a,d]cyclohepten-5,10-imine hydrogen maleate (MK801) and D-2-amino-5-phosphonopentanoic acid (D-AP5), suggesting that DHEA's effects involved NMDA receptors (see Fig. 2 ). These data, together with the data suggesting activity-dependent neurosteroid synthesis [127] , suggest that DHEA may be synthesized and act locally to cause axonal growth in cortical embryonic neurons [64] . Similar studies were not done in adult neuronal cultures, so it remains unknown if DHEA's effects on axonal growth are limited to embryos. DHEA was reported to have effects on synapse formation in adult rat hippocampal neurons [116] . Treatment of ovariectomized rats with subcutaneous injections of 1 mg DHEA per day for two days increased CA1 spine synapse density more than 50% compared to the vehicle-treated control group. However, this effect of DHEA was likely mediated through local aromatization to estradiol as the aromatase inhibitor letrozole inhibited the effect of DHEA [116] .
Neurogenesis and neuronal survival
DHEA(S) promotes neurogenesis and neuronal survival. Male Lister hooded rats implanted with 200-250 mg DHEA pellets had increased neurogenesis in the dentate gyrus compared to animals who received paraffin pellets [145] . A possible mechanism by which DHEA(S) could promote neurogenesis and neuronal survival is by affecting concentrations of brain-derived neurotrophic factor (BDNF), a member of the nerve growth factor family that plays a role in central nervous system development and plasticity. Single i.p. injections of either DHEA (25 mg/kg) or DHEAS (50 mg/kg) into adult male Sprague-Dawley rats changed regional brain concentrations of BDNF during the 300 min of the experiment [220] . Rats that received DHEA had decreased BDNF content in the hippocampus, no change in BDNF content in the amygdala, and increased BDNF in the hypothalamus compared to sham rats that received sesame oil. Rats that received DHEAS had decreased BDNF 30 min after injection and increased BDNF 180 min after injection in the hippocampus, biphasic increases in BDNF in the amygdala, and decreased BDNF in the hypothalamus [220] . Although these data suggest that DHEA and DHEAS alter BDNF concentrations in the brain, it is not known how these changes relate to neurogenesis and neuronal survival since this was not examined in the study. Further, these data show that DHEA and DHEAS have different effects and suggest that they may operate through different mechanisms.
DHEAS promoted survival of adult human cortical brain tissue in vitro [45] . In enriched neuronal cultures from three adult participants, DHEAS (10 lg/ml) was as effective as human recombinant fibroblast growth factor (FGF2) in promoting survival of neurofilament positive, neuron-like cells. DHEAS and FGF2 were synergistic in increasing cell survival [45] . In another study, DHEA increased neurogenesis in addition to neuronal survival in cultures of human neural stem cells derived from fetal cortex [305] . Both epidermal growth factor (EGF) and leukemia inhibitory factor (LIF) were required to elicit the proliferative effect of DHEA. When other steroids were tested, neither DHEA's precursor, pregnenolone, nor DHEA's metabolites (7a-hydroxy-DHEA, 7b-hydroxy-DHEA, 7-oxo-DHEA, nor androstenediol) had the same effect on proliferation as DHEA. The proliferative effects of DHEA could be blocked by the NMDA receptor antagonist MK801 and the r 1 receptor antagonists BD1063 and haloperidol, whereas the GABA A receptor antagonist bicuculline had no effect [305] . This suggests that DHEA's NMDA and r 1 -mediated effects are more consequential than GABA A receptor effects on neurogenesis and neuronal survival.
Apoptosis
DHEA and DHEAS influence apoptosis. Using cultured neural precursors from rat embryonic forebrains, DHEA (50 and 100 nM) activated the serine-threonine protein kinase Akt, which is widely implicated in cell survival signaling [350] (see Fig. 2 ). Activation of Akt has been shown to enhance neuronal survival through inhibition of apoptosis [79] . Pretreatment with the estrogen receptor blocker tamoxifen and the androgen receptor blocker flutamide did not affect the DHEA-induced Akt increase, suggesting that DHEA's effects were not mediated through its conversion to estrogens or androgens. Interestingly, DHEAS (50 and 100 nM) had the opposite effect of DHEA; DHEAS decreased Akt and increased apoptosis [350] (see Fig. 2 ). Similarly, in cultured P19-N neurons, DHEA, but not DHEAS, decreased the rate of apoptotic cell death due to NMDA neurotoxicity [342] . Thus, once again, DHEA and DHEAS have different effects on neural survival, suggesting that the balance between these two neurosteroids may play a critical role in nervous system development and maintenance.
In rat chromaffin cells and the sympathoadrenal pheochromocytoma PC12 cells, both DHEA and DHEAS protected against apoptosis induced by serum deprivation, through mechanisms independent of NMDA and NOS inhibition [57] . The effects of DHEA and DHEAS were time-and dose-dependent, with half maximal effective concentration (EC 50 ) in the low nanomolar range. The prosurvival effect involved the antiapoptotic Bcl-2 proteins, and the activation of transcription factors cAMP response element binding protein (CREB) and nuclear factor kappa B (NF-jB), upstream effectors of the antiapoptotic Bcl-2 protein expression, as well as antiapoptotic protein kinase C (PKC)a/b, a posttranslational activator of Bcl-2 [57] . The prosurvival effect of DHEA and DHEAS appeared to be mediated by G-protein-coupled-specific membrane binding sites in PC12 cells, and did not involve NMDA, GABA A or r 1 receptors [59] . This G-protein-coupled binding site may be similar to the DHEA receptor found on endothelial cell plasma membranes that is coupled to endothelial nitric oxide synthase (eNOS) activity through G i/o proteins Ga i2 and Ga i3 [178] . It is worth noting that PC12 cells do not have functional GABA A or NMDA receptors, further suggesting that the effects of DHEA and DHEAS on apoptosis are not mediated by these receptors.
Catecholamine synthesis and secretion
DHEA(S) influence catecholamine synthesis and secretion [236] . DHEAS was protective against the neurotoxin MPP+ (which inhibits catecholamine synthesis and triggers cell death) in rat cerebellar granule cell cultures [138] . In an in vivo study of long-term DHEA treatment, obese and lean female Zucker rats were fed chow containing 0.6% DHEA for 28 days [309] . Lean rats had higher nor-epinephrine (NE) in the lateral hypothalamus but lower NE in the paraventricular nucleus (PVN) of the hypothalamus compared to lean rats fed the control diet [309] . There were no differences among obese Zucker rats in NE, serotonin (5HT), and serotonin metabolite 5-hydroxyindole-3-acetic acid (5-HIAA) in the hypothalamus [309] . In another study, obese female Zucker rats treated with a large, acute i.p. injection of DHEA (200 mg/kg) had increased concentrations of dopamine (DA), 5HT, and 5-HIAA, and decreased concentrations of NE and epinephrine (EPI) in the paraventricular nucleus compared to controls that received oil vehicle [307] . DHEA treatment had no effect on neurotransmitter concentrations in the lateral hypothalamus or ventromedial hypothalamus [307] . These in vivo studies suggest that the duration and/or dose of DHEA treatment may be important and that DHEA may have different effects on different parts of the hypothalamus. In vitro, DHEAS (10 À8 and 10 À6 M) has been found to stimulate dopamine release from rat hypothalamic cells in primary cultures [217] .
DHEA(S) affects proliferation of catecholamine-producing adrenomedullary chromaffin cells. Although DHEA and DHEAS do not induce proliferation by themselves, they may modulate proliferation induced by growth factors and do so in an age-dependent manner. In bovine chromaffin cells from young animals, DHEA decreased cell proliferation induced by insulin-like growth factor-II (IGF-II), but had no effect on proliferation induced by basic fibroblast growth factor (bFGF) [285] . In another study, DHEA decreased cell proliferation induced by leukemia inhibiting factor (LIF) in bovine chromaffin cells from young animals [286] . In bovine chromaffin cells from adult animals, DHEA decreased cell proliferation induced by epidermal growth factor (EGF) [286] . DHEAS had no effect on LIF-induced proliferation of cells from young animals, but high micromolar concentrations of DHEAS enhanced EGF-induced proliferation of cells from adults [286] . The effects of DHEA and DHEAS were not due to downstream metabolism into sex steroids since neither the estrogen receptor antagonist ICI 182,780 nor the androgen receptor antagonist flutamide affected chromaffin cell proliferation [286] . Thus, local production of DHEA and DHEAS in the adrenal cortex can influence proliferation of chromaffin cells, and may have similar effects on catecholamineproducing neurons in the brain.
DHEA and DHEAS stimulate secretion of catecholamines from rat pheochromocytoma PC12 cells and are involved in inhibition of neuronal proliferation and promotion of differentiation of adrenal medullary cells to a more neuroendocrine phenotype. Administration of nerve growth factor (NGF) induced PC12 cells to differentiate into a neuronal phenotype, while administration of DHEA alone had no effect [351] . PC12 cells incubated with both NGF and DHEA had lower survival and less neurite outgrowth than cells incubated with NGF alone in serum-free medium [351] . NGF dose-dependently induced phosphorylation of extracellular signal-regulated kinases (ERK)1/2, which distinguished proliferation from differentiation processes, and this ERK1/2 phosphorylation was inhibited by DHEA [351, 352] . Furthermore, DHEA stimulated dopamine release from NGF-treated cells, while neither NGF nor DHEA alone had an effect on dopamine release [352] . Another study compared the stimulatory effects of DHEA and DHEAS on catecholamine synthesis. The effect of DHEA was faster than that of DHEAS; whereas the effect of DHEA peaked at 10 min, the effect of DHEAS peaked at 30 min [58] . In addition to stimulating secretion, DHEAS (but not DHEA) also stimulated catecholamine production. DHEAS increased tyrosine hydroxylase (TH) protein abundance in PC12 cells after 4 h of stimulation, and also increased TH mRNA abundance in PC12 cells after only 2 h of stimulation [58] (see Fig. 2 ). These data suggest that DHEA and DHEAS function differently, and that DHEAS may directly affect TH gene transcription. Experiments to determine if DHEA increases TH gene transcription directly have not yet been reported. DHEA and DHEAS have non-transcriptional effects on catecholamine secretion. DHEA and DHEAS have been found to stimulate actin depolymerization and submembrane actin filament disassembly, a fast-response cellular system regulating trafficking of catecholamine vesicles [58] . An actin meshwork inhibits catecholamine secretory vesicles from reaching exocytosis sites. By decreasing this actin meshwork, DHEA and DHEAS increase the ability of catecholamines to be secreted from secretory vesicles (see Fig. 2 ). Addition of DHEA and DHEAS to PC12 cells induced actin depolymerization, as measured by the ratio of G-monomeric to total cellular actin, an established marker of actin cytoskeleton dynamics [58] . When PC12 cells were exposed to phallacidin, an actin filament stabilizer, the stimulatory effect of DHEA and DHEAS on both dopamine and norepinephrine secretion was prevented [58] . These studies show that DHEA and DHEAS exert a direct effect on PC-12 cells (a model of chromaffin cells), and thus, provide in vitro evidence of how the zona reticularis and the adrenal medulla may be interacting in vivo. These findings also raise the possibility that DHEA and DHEAS could increase catecholamine production and release in the brain.
Antioxidant
DHEA and DHEAS have antioxidant effects. Oxidative stress is associated with increased tissue levels of highly reactive and toxic substances. In rat primary hippocampal cell cultures, DHEA pretreatment protected against the toxicity induced by the oxidants hydrogen peroxide and sodium nitroprusside [24] . The neuroprotective effect of DHEA was not attributable to neurotrophic action. In human tissue, DHEA was able to prevent lipid oxidation stimulated by hydrogen peroxide/ferrous sulfate (H 2 O 2 /FeSO 4 ). This was seen in hippocampal tissue from both patients with Alzheimer's disease and their age-matched controls [24] . DHEA concentrations may have implications for Alzheimer's disease since DHEA was also neuroprotective against amyloid b protein (Ab) toxicity in vitro [53] ; this neuroprotective effect could be due to DHEA's antioxidant effects. DHEA administration reduced the rate of lipid peroxidation in NT 2 neurons stimulated by the prooxidant H 2 O 2 /FeSO 4 [311] . Exposure of NT 2 neurons to prooxidants increased mRNA and protein levels of b-site Ab precursor protein-cleaving enzyme (BACE) [311] . BACE is the enzyme that initiates the production of Ab, which is a major component of senile plaques found in brain tissue of patients with Alzheimer's disease. Pretreatment of NT 2 neurons with DHEA prevented increases in expression, protein levels, and activity of BACE induced by oxidative stress [311] . It is possible that DHEA administration may decrease Ab accumulation via inhibition of BACE.
Hyperglycemia causes an imbalance in the oxidative state of tissue and can be induced in male Wistar rats by a single injection of streptozotocin (STZ), which is toxic to the insulin-producing beta cells of the pancreas. STZ-diabetic rats treated with DHEA by gastric intubation for 21 days showed decreased hydrogen peroxide and the toxic aldehyde 4-hydroxynonenal (HNE) levels, higher levels of the antioxidant glutathione (GSH), and higher levels of the antioxidant enzymes GSH-peroxydase and catalase in the hippocampus compared to STZ-diabetic control rats treated with vehicle [7] . A major target of reactive oxygen species is the transcription factor NF-jB, which is involved in the activation of genes relevant to inflammation, cytokines, cell proliferation and cell survival. STZdiabetic rats treated with DHEA showed reduced NF-jB activation over time, as measured by DNA binding activity [7] (see Fig. 2 ). The time course of DHEA's inhibitory effects on NF-jB activation paralleled DHEA's effects on oxidative balance [7] . The peroxisome proliferator-activated receptor a (PPARa) has been implicated in antioxidant effects due to its role in inhibiting NF-jB. Aged wildtype mice (PPARa +/+ ) treated with both DHEA (chow containing 0.5% DHEA or 25 mg/day) and DHEAS (100 lg/ml in drinking water) had lower tissue lipid peroxidation, decreased NF-jB activity in the spleen, and lower pro-inflammatory cytokine production compared to homozygous knockout (PPARa À/À ) mice treated with both DHEA and DHEAS, suggesting that DHEA(S)' influences on these effects are mediated through PPARa [244] . However, no specific binding of DHEA or DHEAS to PPARa has been demonstrated in vitro [240] . Although PPARa receptors are mainly found in the liver, there is increasing evidence for a role of PPAR receptors in oxidative stress and inflammation in the brain [294] .
Anti-inflammatory
DHEA and DHEAS have anti-inflammatory and immunomodulatory effects [61, 140] . DHEA decreases pro-inflammatory cytokine production both in vivo and in vitro. Zucker rats fed a diet with DHEA (0.4%) for 10 days had lower serum concentrations of the pro-inflammatory cytokine tumor necrosis factor (TNF)a compared to rats fed a control diet [152] . Human peripheral blood mononuclear cells (PBMC) incubated with DHEA (maximal effective concentration = 5 Â 10 À8 nM) had decreased production of proinflammatory cytokine interleukin (IL)-6 [296] . DHEA's antiinflammatory effects have also been observed in vitro in brain tissue cultures. There was a dose-dependent inhibitory effect of DHEA on mycoplasma-and lipopolysaccharide (LPS)-induced production of TNFa and IL-6 in rat glial cell cultures [153] .
In human hepatocyte cell cultures transfected with an NF-jBluciferase expression vector, DHEA and DHEAS inhibited both basal and TNFa-stimulated NF-jB-dependent luciferase transcription in a time-and dose-dependent manner [133] . DHEA and DHEAS had stronger inhibitory effects on TNFa-stimulated NF-jB transcription than basal transcription, with DHEAS having a stronger effect than DHEA. Estradiol and dihydrotestosterone did not have these inhibitory effects on NF-jB, so the effects of DHEA(S) were not due to conversion into these steroids [133] .
DHEAS also inhibited TNFa-stimulated NF-jB binding to DNA but did not inhibit NF-jB p65 enhanced transcription, suggesting that DHEAS exerts its inhibitory effect on NF-jB activation [133] . DHEAS inhibited hydrogen peroxide-induced NF-jB activity and activator protein-1 (AP1; fos/jun)-mediated transcription, which is known to be a radical-sensitive transcription factor [133] . Together, this evidence suggests that DHEAS acts on NF-jB indirectly through a cytokine-induced signaling pathway involving reactive oxygen species (ROS) [133] (see Fig. 2 ). By contrast, TNFa inhibits the transactivation of P450c17 gene transcription by nuclear receptor steroidogenic factor 1 (SF-1) via induction of NF-jB [128] . This effect is due to competition of NF-jB (p65) with SF-1 for binding to the P450c17 promoter. Thus, inflammatory cytokines inhibit P450c17 and most likely DHEA production, while DHEA(S) inhibits TNFa-NF-jB stimulated transcription.
Anti-glucocorticoid
DHEA has anti-glucocorticoid effects [130, 140] . DHEA is protective against the neurotoxic effects of corticosterone both in vivo and in vitro. Corticosterone treatment decreased neurogenesis in the dentate gyrus of male Lister Hooded rats while co-treatment with DHEA suppressed the effects of corticosterone [145] . In another group of rats, animals were treated with daily s.c. injections of either DHEA (10, 20, or 40 mg/kg/day), pregnenolone (40 mg/kg/ day), androstenediol (40 mg/kg/day) or vehicle (oil) for 16 days and then starting on day 10, all animals received daily s.c. injections of corticosterone (40 mg/kg/day). Only animals that received the highest dose of DHEA (40 mg/kg/day) showed antagonism of the negative effect of corticosterone on neurogenesis in the dentate gyrus [145] . This effect appeared to be specific for DHEA, since neither pregnenolone nor androstenediol had this anti-glucocorticoid effect. Similarly, in vitro, DHEA prevented hippocampal neurotoxicity induced by corticosterone in primary rat tissue cultures [150] . DHEA attenuated the corticosterone-induced nuclear translocation of stress-activated protein kinase 3 (SAPK3), which might be important in the sequence of events leading to either neuronal death or survival [150] . While DHEA is associated with attenuation of SAPK3 translocation, it is unclear if this is the mechanism responsible for DHEA's anti-glucocorticoid effects. In another in vitro study, DHEA was neuroprotective against glutamate toxicity in HT-22 cells in a dose-dependent manner [53] . HT-22 neuronal cells treated with glutamate for 20 h showed high nuclear localization of glucocorticoid receptor (GR), while cells treated with DHEA for 24 h and then treated with glutamate for 20 h had suppressed nuclear localization of GR as assessed by immunocytochemical staining with GR antibody [53] . Thus, inhibition of GR translocation into the nucleus is a possible mechanism of DHEA's anti-glucocorticoid effects (see Fig. 2 ).
While DHEA is widely considered to have anti-glucocorticoid effects, the mechanisms underlying these effects are unclear. DHEA may affect local glucocorticoid metabolism through its effects on 11b-hydroxysteroid dehydrogenase (11b-HSD) type 1 and type 2, both at the level of enzyme inhibition and at the level of mRNA expression. 11b-HSD1 catalyzes the conversion of cortisone (an inactive glucocorticoid) to cortisol (an active glucocorticoid), and 11b-HSD2 catalyzes the reverse reaction. Sprague-Dawley rats and C57Bl/6J mice fed chow containing 0.2% DHEA for 12-13 days had lower 11b-HSD1 mRNA expression in liver, white adipose tissue, and kidney [6, 20] and higher 11b-HSD2 mRNA expression in kidney compared to control animals fed a standard diet [20] . DHEA-treated rats and mice also had higher renal 11b-HSD2 enzyme activity than controls [20] .
DHEA's effects on 11b-HSD type 1 and type 2 mRNA expression (and hence gene transcription) may be via regulation of CCAAT/enhancer-binding protein (C/EBP) expression by DHEA. C/EBP-a induces 11b-HSD1 transcription, and DHEA inhibits C/EBP-a expression. In vitro, DHEA inhibited 11b-HSD1 mRNA expression and 11b-HSD1 activity in murine 3T3-L1 adipocytes by reducing C/ EBP-a expression [6] . C/EBP-b induces 11b-HSD2 transcription, and DHEA stimulates C/EBP-b mRNA expression. In another in vitro experiment, DHEA increased 11b-HSD2 mRNA expression and 11b-HSD2 reductase activity in rat renal cortical collecting duct (RCCD2) cells [20] . These effects were not due to downstream metabolism of DHEA into 17b-estradiol or testosterone since neither the estrogen receptor antagonist tamoxifen nor the androgen receptor antagonist flutamide affected the DHEA-mediated upregulation of 11b-HSD2 activity in RCCD2 cells [20] .
Some of DHEA's effects may be mediated by its metabolites 7a-hydroxy-DHEA or 7b-hydroxy-DHEA. In the brain, DHEA can be converted into 7a-hydroxy-DHEA by cytochrome P4507b1. 7a-hydroxy-DHEA is a substrate for 11b-HSD1, which has an additional enzymatic activity and interconverts 7a-hydroxy-DHEA and 7b-hydroxy-DHEA through a 7-oxo-intermediary [213] . 7a-hydroxy-DHEA and 7b-hydroxy-DHEA can act as anti-glucocorticoids through competitive inhibition of 11b-HSD1 and limit the amount of cortisone binding, which reduces the amount of cortisone that can be converted into cortisol [122] . These effects can be shown in vitro in human skin tissue samples [122] , and further studies need to be done to determine the extent to which this anti-glucocorticoid effect occurs in vivo.
Methodological issues
Some of the contradictory findings between studies may be due to methodological differences. As more studies demonstrating the effects of DHEA(S) on neuroprotection are published, we will gain a better understanding of the important factors involved in the pro-cess. In reviewing the previously published studies, it has become clear that three of the important methodological issues that account for some of the variability in results between studies are: (1) the timing of DHEA(S) administration, (2) the dose of DHEA(S) used, and (3) the presence of extant factors. These three issues will be discussed in more detail below, but other potentially important issues (not discussed here) include in vivo vs. in vitro studies, species studied, sex of the subject, and acute vs. chronic dosing.
Timing of administration
The timing of DHEA(S) administration is an important factor in whether DHEA(S) are neuroprotective both in vivo and in vitro. For example, in the in vivo study on ischemia in New Zealand white rabbits, i.v. administration of DHEAS (50 mg/kg) showed neuroprotective effects when given 5 min after the onset of ischemia, but was not protective when given 30 min after ischemia onset [166] . In one in vitro study using hippocampal cultures, both DHEA (60 lM) and DHEAS (100 nM) were neuroprotective when coadministered with NMDA, but neither were protective when they were administered prior to NMDA [159] . However, in another in vitro study on hippocampal cultures this was not shown to be the case. Three conditions were tested for DHEA (100 nM) and DHEAS (100 nM): administration prior to NMDA, co-administration with NMDA, or administration 1 h after NMDA [149] . DHEAS was found to be protective only when given prior to NMDA. DHEA was most protective when given prior to NMDA, but was also protective when co-administered with NMDA and given 1 h after NMDA [149] . A comparison of these two studies suggest that the actual timing of the ''pretreatment" is important since pretreatment occurred 24 h prior to NMDA administration in the study by Kurata and colleagues [159] and 6 h prior to NMDA administration in the study by Kimonides and colleagues [149] .
DHEA(S) dose
The dose administered is an important factor in whether DHEA(S) is neuroprotective both in vivo and in vitro. In the Li et al. (2001) study [174] , the 100 mg DHEA pellets implanted s.c. were effective in reducing neuronal injury prior to ischemia but the lower doses of 25 and 50 mg DHEA pellets were no different from placebo. In mouse embryonic neuronal culture, DHEA (10 À8 and 10 À7 M) treatment increased neuronal survival, with higher concentrations (10 À6 , 10 À5 , and 10 À4 M) being less effective in a dose-dependent manner [41] . DHEA and DHEAS demonstrated dose-dependent inverted U-shaped effects on memory retention in mice given T-maze footshock avoidance training, with the lowest doses of DHEA or DHEAS showing no significant effect on memory, intermediate doses improving memory retention, and the highest doses showing no effect [94] . In another in vitro study, pretreatment with DHEA (10 À8 and 10 À6 M) or DHEAS (10 À6 M) increased neuronal survival in rat cerebral cortical cultures subjected to anoxia for 2 h in an anaerobic chamber [190] . However, lower concentrations of DHEA (10 À10 M) and DHEAS (10 À8 M) were not neuroprotective, and the lowest tested concentration of DHEAS (10 À10 M) had a statistically significant negative effect on survival [190] . Thus, the concentrations of DHEA(S) that were neuroprotective followed an inverted U-shaped dose-response curve, where low and high concentrations were less effective at neuroprotection than moderate concentrations.
DHEA(S) and extant factors
Factors such as neurotoxins or other hormones affect whether DHEA(S) is neuroprotective, ineffective or neurotoxic. While neuroprotective effects of DHEA(S) are observed in response to physical, chemical or neurotoxic injury, incubation of healthy neurons with DHEA alone can be ineffective or neurotoxic. For example, pretreatment with DHEA or DHEAS had no effect on neuronal survival in rat cerebral cortical cultures if cultures were not subjected to anoxia [190] . In another experiment on mouse primary neuronal cultures, incubation with DHEA alone at micromolar concentrations for 24 h inhibited viability of neurons, and incubation with DHEA at 10 nM to micromolar concentrations for 72 h reduced viability of neurons [103] . Similar results were obtained using SK-N-SH human neuroblastoma cells, with DHEA decreasing cell viability [103] . Unlike the neurotoxic effect of DHEA, DHEAS had no effect on cell viability. However, when neuroblastoma cells were incubated with both DHEA and DHEAS, DHEAS completely antagonized the neurotoxic effect of DHEA [103] . The administration of 500 nM DHEA was neurotoxic to rat hippocampal cultures when given alone, but was neuroprotective against the toxic effects of corticosterone when co-administered with 100 nM corticosterone [150] . These studies suggest that whether a dose of DHEA is neuroprotective or neurotoxic depends not only on the concentration of DHEA, but also on what other hormones or factors are affecting the tissue (e.g., such as concentrations of glucocorticoids) and the physiological state of the organism (e.g., is the organism under stress?).
Implications of DHEA(S) mechanisms and actions for health and neuropsychiatric illnesses
Preclinical findings such as those reviewed above were largely influential in kindling interest in human applications of DHEA(S) for neuropsychiatric indications. In the remainder of this paper, we review data in humans showing relationships between circulating endogenous DHEA(S) concentrations and neuropsychiatric illness and function, as well as DHEA treatment data derived from double-blind, controlled clinical trials.
In humans, DHEA(S) concentrations in blood, urine, saliva, and cerebrospinal fluid (CSF) decline with aging as well as with chronic and sub-chronic stress [107, 115, 232] , inflammation [61] and many medical illnesses [80, 225, 232, 235, 293] . It is not known whether these age-and illness-related declines are pathophysiologically related to the manifestations of aging and of illness. In addition to being linked with morbidity, DHEA(S) concentrations may predict mortality. In two studies, low serum DHEA(S) concentrations were associated with increased 2-4 year mortality risk [35, 104] , although another study [172] did not find this relationship. In one of the longest follow-up studies published (27 years), lower baseline DHEAS concentrations in men and women significantly predicted shorter longevity [83] . Longevity was independent of other risk factors, such as age, blood pressure and fasting glucose.
DHEA(S)-to-cortisol ratios
Unlike DHEA(S) concentrations that decline under conditions of chronic stress and medical illness, cortisol concentrations generally either rise or do not change, and subsequently result in a decrease in DHEA(S)-to-cortisol ratios [89, 109, 115, 121, 170, 171, 195, 225, 228, 232, 235, 255, 336] . As described in Section 8.8, DHEA(S) and cortisol have different and often antagonistic effects on each other. The significance of considering DHEA(S)-to-cortisol ratios is exemplified by the concept of ''anabolic balance," which considers the ratio of anabolic to catabolic hormones and may indicate susceptibility to diseases of stress and aging [84, 335] . Hormones co-regulate each other, and together, co-elevations or imbalances determine net effects on tissues. Therefore, it may be important to consider the ratio of both steroids in addition to their absolute concentrations. For example, greater cognitive deterioration was observed in elderly men and women who showed larger decreases in plasma DHEAS-to-cortisol ratios over a two-year period, although changes in DHEAS concentrations alone were not significantly correlated with cognitive change [183] . Frail, institutionalized elderly people did not differ from independent community-dwelling controls in serum concentrations of cortisol or DHEAS, but did have significantly lower DHEAS-to-cortisol ratios [54] .
Both DHEAS and cortisol are considered in the calculation of allostatic load, which is a measure of the cumulative physiological burden to the body of accommodating multiple stressors over time [194] . Allostatic load scores are based on ten biological parameters, including DHEAS, cortisol, epinephrine, norepinephrine, high density lipoproteins (HDL), total cholesterol, waist-to-hip ratio, glycosylated hemoglobin (HbA1C), systolic blood pressure, and diastolic blood pressure [279] . High cortisol concentrations and low DHEAS concentrations contribute to increases in allostatic load score. The hormonal profile contained within the measure of allostatic load by itself serves as a stronger predictor of cardiovascular disease than the traditional cardiovascular disease risk factors alone [146, 279] . Although the focus of this review is on DHEA(S), the DHEA(S)-to-cortisol ratios are also clinically important and are included when available.
DHEA(S) concentrations and neuropsychiatric illnesses
Correlational studies have suggested a relationship between endogenous concentrations of DHEA(S) and depression, anxiety spectrum disorders, post-traumatic stress disorder (PTSD), schizophrenia, and dementia as well as mood, memory, and functional abilities in healthy aging individuals. However, numerous caveats (outlined more fully elsewhere [337] ) are important to consider before ascribing causality in these relationships. For example, DHEA(S) concentrations often decrease non-specifically with chronic illness and this may confound studies examining differences in DHEA(S) concentrations in clinical populations, since the lowered hormone concentrations may reflect chronic medical illness, rather than having diagnostic specificity or direct pathophysiologic significance [157] . Also, correlational or cross-sectional studies in the elderly may suffer from the usual selection biases in aging studies, since fewer of the less healthy individuals may have survived to the age being studied [348] .
Depression
According to current theories of the biology of depression [334, 335] , DHEA(S)' ability to modulate many neurobiological actions, including glutamate and r 1 receptors, catecholamines, neurogenesis, neuroprotection, anti-glucocorticoid, anti-inflammatory and antioxidant properties could all underlie relationships between endogenous and/or exogenously-supplemented DHEA(S) concentrations and depression [81, 82, 142, 220, 253, 267, 273, 300, 332, 334, 339] . An assessment of depression ratings in relation to plasma concentrations of several steroid hormones (estradiol, testosterone, estrone, androstenedione, cortisol, DHEA, and DHEAS) in 699 nonestrogen using, community-dwelling, postmenopausal women (aged 50-90 years) [23] found that only DHEAS concentrations were negatively correlated with ratings of depressed mood. Specifically, higher DHEAS concentrations were associated with less depression, and this association was independent of age, physical activity and weight change. Furthermore, women with categorical diagnoses of depression had significantly lower plasma DHEAS concentrations compared to age-matched non-depressed women [23] . Similarly, in a large-scale study of 2855 well-functioning elderly men and women, serum DHEAS concentrations were inversely correlated with depressive symptoms [210] . In a study looking at both DHEA and DHEAS in plasma, depressed patients had low DHEAS concentrations but normal DHEA concentrations [278] . Women whose first onset of major or minor depression occurred during peri-menopause showed low morning plasma DHEA and DHEAS concentrations [274] . Lower plasma DHEA concentrations during pregnancy and during the postpartum period were associated with higher postpartum ratings of depression [50] . Dysthymic patients have also been shown to have low serum DHEAS concentrations [189] .
The remaining literature examining plasma and serum DHEA(S) concentrations in depression is inconsistent, with the decreased DHEA(S) findings described above, and with reports of either increased [117, 123, 310] or unaltered [86, 89, 105, 129, 255, 284] DHEA(S) concentrations in depressed patients. A study examining diurnal salivary concentrations of DHEAS and cortisol in a small group of medicated but still depressed patients with unipolar depression, found that depressed patients had elevated DHEAS concentrations compared to controls [14] . In a particularly intensive study, 24-h plasma DHEA concentrations were assessed in un-medicated, severely depressed patients and healthy controls every 30 min [123] . Patients with depression had increased diurnal minimum and mean DHEA plasma concentrations. There was no difference in the diurnal maximum plasma concentrations and the diurnal amplitude of DHEA concentrations. Interestingly, the elevations in plasma DHEA concentrations paralleled elevations in plasma cortisol [123] .
Several groups have found that DHEA-to-cortisol ratios in serum and saliva, rather than concentrations of either hormone alone, more accurately discriminate depressed from non-depressed individuals [14, 200, 231] with lower morning ratios seen in depression [200, 231] . The molar DHEA-to-cortisol ratio was significantly lower in the un-medicated depressed patients than in controls, and the evening salivary DHEA-to-cortisol ratio ratios were inversely correlated with the lengths of current depressive episodes [349] . Morning salivary DHEA hyposecretion as well as evening cortisol hypersecretion were significantly and independently associated with major depression in 8-to 16-year-olds [111] . Patients who remained depressed several months after the initial assessment had lower salivary DHEA-to-cortisol ratios at baseline [109, 110] . Elevated DHEA(S) concentrations, relative to cortisol, may blunt the negative effects of high cortisol concentrations on depression [109, 142] . This explanation is consistent with the anti-glucocorticoid effects of DHEA reviewed above.
The relationship between DHEA(S) concentrations and depression is complex. There is no parsimonious way of reconciling the diverse findings, but age of the subjects studied, demographic variables, comorbid psychiatric and medical diagnoses, acute vs. chronic stress, medication status and timing of the sample collection, are likely relevant. Gender may also have a significant impact. In a prospective study of a nationally representative sample, men with initially lower serum concentrations of DHEAS had greater increases in depression ratings over a three-year period [106] ; this relationship in men was not observed in women. Among African-American women (but not men), lower serum DHEAS concentrations were associated with higher depression ratings [118] . In another study, men with recurrent unipolar depression had low 24-h urinary DHEA concentrations but normal cortisol concentrations, while women had normal DHEA concentrations but elevated cortisol concentrations [243] . However, in both cases, the DHEAto-cortisol ratios appeared to be low, suggesting that the anabolic balance may be a helpful way of identifying common states of general hormonal imbalances in certain clinical conditions.
Anxiety spectrum disorders and PTSD
As reviewed above, DHEA(S) has prominent effects on GABA A receptor activity; these effects could be involved in the relationship between DHEA(S) and anxiety disorders [87, 188, 196] . In-creased plasma concentrations of DHEA were observed in male patients with panic disorder [43] but not in females [42] , and increased serum DHEAS-to-cortisol ratios were reported in a sample of patients of both genders who had panic disorder [89] . Social anxiety disorder (also called social phobia), was not found to be associated with alterations in plasma DHEA(S) concentrations [167] .
The anxiety disorder that has received the greatest attention with regard to plasma, serum, and salivary DHEA(S) concentrations is post-traumatic stress disorder (PTSD) [248, 347] . Studies have uniformly identified elevated DHEA and/or DHEAS concentrations in PTSD, as well as increases in the DHEA(S)-to-cortisol ratio [51, 241, 249, 250, 292, 347] . Untreated men with combat-related PTSD were found to have increased plasma DHEA and DHEAS concentrations [292] . Another study found that PTSD patients who attempted suicide had increased plasma DHEA concentrations [51] . Female victims of intimate partner violence with PTSD had increased evening salivary cortisol concentrations and increased morning and evening salivary DHEA concentrations compared to non-abused women [241] . However, salivary DHEA concentrations were not significantly correlated with PTSD ratings [241] . In a study of recently resettled refugees in Sweden, those with PTSD (but without depression) had elevated plasma DHEAS concentrations compared to refugees with neither PTSD nor depression [289] . Over nine months of follow-up in these refugees, increases in PTSD symptoms were associated with increases in plasma DHEAS concentrations [289] .
Despite the uniformity of studies showing elevations in DHEA or DHEAS in PTSD, researchers have suggested that the increase in DHEA(S) is salutary rather than pathophysiologic. Pre-menopausal women with chronic PTSD had increased plasma DHEA responses to ACTH stimulation compared to healthy, nontraumatized participants [250] . In the women with PTSD, the peak change in plasma DHEA (in response to ACTH) was negatively correlated with PTSD symptoms, suggesting that increased capacity of adrenal DHEA release may mitigate the severity of PTSD symptoms [250] . Consistent with that interpretation, another group found that, although plasma DHEA and DHEAS concentrations were elevated in male veteran PTSD patients, concentrations of both hormones were directly correlated with symptom improvement and better coping [347] . In another study, PTSD patients who responded to psychotherapy with a decrease in PTSD symptoms had an increase in DHEA concentrations in plasma, while patients who did not respond to psychotherapy had decreases in DHEA concentrations (after controlling for depressive symptoms) [230] .
Increased DHEAS concentrations under conditions of stress may indicate a salutary process. Although not in PTSD patients per se, a study of 19 men undergoing stressful military training including captivity exercises showed significant increases in both cortisol and DHEAS in saliva during the acute stress of training [314] . Performance during a low intensity captivity challenge (but not during a high intensity one) was positively correlated with salivary DHEAS concentrations. In another study of 25 elite special operations soldiers exposed to prolonged and extreme training stress, soldiers experiencing fewer symptoms of dissociation and showing superior military performance had significantly higher ratios of plasma DHEAS-to-salivary cortisol [208] . In light of such data, DHEA(S) has been proposed to play a role in resilience and in successful adaptation to stress [60, 208, 346, 347] .
Schizophrenia
Schizophrenia is linked to alterations in DHEA(S) in many studies, but with findings in both directions-elevations and abnormally low concentrations. For example, there are reports of patients with schizophrenia having low serum concentrations of DHEA [85, 229, 316] , or elevated serum DHEAS concentrations [227] . In a small study comparing 13 acutely exacerbated paranoid schizophrenics with matched controls, the schizophrenic group had lower serum DHEA and higher serum DHEAS concentrations, although these differences were not statistically significant [48] .
Several recent studies have found elevated plasma and serum DHEA concentrations in medicated schizophrenic patients [100, 258, 259] . In addition to elevated DHEA concentrations, one study also found decreased serum concentrations of DHEAS in medicated schizophrenic patients [259] . In a study of chronic, medicated schizophrenic patients who were institutionalized, higher morning serum DHEA concentrations and/or higher serum DHEA-to-cortisol ratios were correlated with better performance on aspects of memory performance and lower ratings of psychosis and parkinsonian movements (after controlling for age) [119] .
In a study of first-episode un-medicated patients with schizophrenia, schizophrenic patients had higher serum concentrations of both DHEA and DHEAS compared to matched controls [302] . It was postulated that in the first episode of schizophrenic psychosis, increased DHEA(S) concentrations serve as a protective or compensatory factor, and that DHEA(S) concentrations diminish later in the course of chronic illness [302] . Indeed, in a follow-up study, more chronic patients were observed to have decreased serum DHEA-to-cortisol and DHEAS-to-cortisol ratios, and these ratios were negatively correlated with the duration of illness [260] . However, duration of illness may be confounded with age at the time of participation in the study, and these ratios would be expected (irrespective of the schizophrenia diagnosis) to decrease with age. In opposition to the hypothesis of decreasing DHEA(S), medicated chronically ill (average duration of illness = 12.8 years) patients with schizophrenia had elevated plasma concentrations of DHEA compared to controls [74] . In one of the only studies to examine tissue concentrations of DHEA in postmortem brain specimens, patients with schizophrenia had higher concentrations of DHEA in the posterior cingulate and parietal cortex compared to matched controls [191] .
Schizophrenia is a heterogeneous disease with multiple symptom profiles and comorbidities. Within schizophrenic samples, correlations were found between lower serum DHEA(S) concentrations and the presence of negative symptoms [112] , movement disorders [119] , greater duration of illness and age of onset of illness [260] , length of hospitalization and severity of illness [302] , cognitive impairment [119, 287] , depression, anger and hostility [260] , and anxiety [258] . These correlations suggest that the variability in clinical features may help explain the discrepant results reported between studies of schizophrenic patients.
Dementia
The effects of DHEA(S) on r 1 [318] and cholinergic [101, 256] neurotransmission, and amyloid b (Ab) protein [311] may underlie their possible relationship with dementia. DHEA(S) concentrations are not clearly associated with cognition in dementia. However, it may be important to compare relative concentrations of DHEA-to-DHEAS and other metabolites of DHEA. Patients with Alzheimer's disease and/or multi-infarct dementia have been reported to exhibit decreased [17, 34, 62, 91, 216, 223, 288, 304, 306, 344] , as well as increased or unchanged [38, 40, 92, 172, 276, 291] plasma, serum and CSF DHEA(S) concentrations. In several instances, plasma and serum DHEA(S)-to-cortisol ratios distinguish demented participants from controls better than DHEA(S) or cortisol concentrations alone [12, 73, 170, 171, 192] . Although low plasma DHEAS concentrations and DHEAS-to-cortisol ratios were reported in a study of Alzheimer's disease, these measures were not significantly correlated with dementia severity as rated by Mini-Mental Status Examination (MMSE) performance [12] . In a study of demented patients, DHEAS-to-cortisol molar ratios in blood were decreased compared to controls [186] . Decreases in the DHEAS-to-cortisol ratio were linked with cognitive impairment and correlated with smaller hippocampal volume, as measured by magnetic resonance imaging (MRI) [186] . Another study found that serum DHEA-to-cortisol ratios were positively correlated with cognitive performance in Alzheimer's disease [192] .
Further insights into the relationship between DHEA(S) and dementia have been gained by studies directly examining the central nervous system. One study found decreased DHEAS concentrations but increased DHEA concentrations in the CSF of patients with Alzheimer's disease (as well as in patients with vascular dementia) compared to controls [148] . This yielded a significantly lower DHEAS-to-DHEA ratio in demented patients compared to controls. In CSF, there were no differences between controls and patients with Alzheimer's disease (or vascular dementia) in the DHEA metabolites examined (including 7a-hydroxy-DHEA and 7b-hydroxy-DHEA) [148] . It was speculated that the elevated CSF DHEA concentrations arose from either an overproduction via an alternate synthetic pathway [49] or decreased production of metabolites due to deficient sulfation and hydroxylation [148] .
The possible importance of diminished CNS DHEAS concentrations in the pathophysiology of Alzheimer's disease is highlighted by findings that hippocampal volume [187] and perfusion [215] in Alzheimer's disease were correlated with serum DHEAS concentrations. Bilateral hippocampal perfusion on single photon emission computed tomography (SPECT) scan was positively correlated with plasma DHEAS concentrations and was positively correlated with plasma DHEAS-to-cortisol ratios [215] . This relationship was statistically accounted for by a direct relationship of perfusion with DHEAS concentrations, rather than by a relationship with cortisol concentrations [215] . In an investigation of DHEA and DHEAS concentrations in postmortem human brains, tissue concentrations of DHEAS in striatum, cerebellum, and hypothalamus were lower in brains of people with Alzheimer's disease compared to non-demented controls [327] . In the hypothalamus, DHEAS concentrations were negatively correlated with concentrations of pathologic phosphorylated tau proteins, suggesting a possible neuroprotective role of DHEAS [327] . In contrast to the finding of lower brain DHEAS concentrations in Alzheimer's disease, another study found increased DHEA concentrations in the CSF as well as in the hippocampus, hypothalamus and frontal cortex from Alzheimer's disease patients compared to age-matched controls [49] . The increases in DHEA concentrations were especially prominent in the hippocampus [49] . The suggestion that cognitive decline is more strongly associated with decreases in DHEAS concentrations (or decreases in the DHEAS-to-DHEA ratio) rather than DHEA concentrations fits nicely with preclinical data showing that the steroid sulfatase inhibitor DU-14, which increases DHEAS concentrations and decreases DHEA concentrations by blocking the conversion of DHEAS to DHEA, increased hippocampal ACh concentrations and blocked scopolamine-induced amnesia in rats [175, 257] . In an in vitro model, incubation with DHEA alone decreased cell viability of neurons, while incubation with DHEAS alone had no effect [103] . However, when neuroblastoma cells were incubated with both DHEA and DHEAS, DHEAS completely antagonized the neurotoxic effect of DHEA [103] . These data suggest that the DHEA-to-DHEAS ratio rather than the absolute concentrations of either steroid may be important.
Some investigators have hypothesized that the degree of metabolism of DHEA to 7a-hydroxy-DHEA is related to the pathology of Alzheimer's disease [15, 37, 148, 345] . 7a-hydroxy-DHEA may have more potent bioactivity and stronger neuroprotective and anti-glucocorticoid effects than DHEA itself [207] . One study found that cytochrome P4507b (which converts DHEA into 7a-hydroxy-DHEA) gene expression was significantly decreased in dentate neurons from patients with Alzheimer's disease compared to controls [345] . In line with this, another study found lower plasma 7a-hydroxy-DHEA concentrations in patients with Alzheimer's disease compared to controls [37] . In that study, plasma DHEAS concentrations and, to a lesser extent, 7a-hydroxy-DHEA concentrations were positively related to cognitive performance as rated by MMSE scores [37] .
Normal cognition, functional abilities and quality of life
Apart from studies examining circulating concentrations of DHEA(S) in patients with neurological or psychiatric illness, a number of studies have evaluated neuropsychiatric correlates with hormone concentrations in healthy individuals. Several studies have found positive relationships between serum DHEA(S) concentrations or DHEA(S)-to-cortisol ratios and cognitive functioning in normal aging individuals. In a study of 295 healthy women (aged 21-77 years) in the community, serum DHEAS concentrations (independent of age) were positively associated with executive function, working memory and concentration [72] . In the Massachusetts Male Aging Study, DHEA and DHEAS concentrations in blood were related to higher functioning in at least one cognitive domain [96] . In another study in older men, high morning salivary DHEA was associated with lower confusion, and higher morning salivary cortisol-to-DHEA ratios were associated with more confusion and poorer visuo-spatial memory performance [320] .
In contrast to these positive findings, other studies have found no relationship or negative relationships between DHEA(S) concentrations and cognitive function. The Baltimore Longitudinal Study of Aging, which examined 883 community-dwelling men (aged 22-91 years), found that neither rates of decline in serum DHEAS concentrations nor mean DHEAS concentrations within individuals were related to cognitive status or cognitive decline [204] . A comparison between participants in the highest and lowest DHEAS quartiles also revealed no cognitive differences [204] . Similarly, in a study of 394 community-dwelling women (aged 65+ years), serum DHEAS declined with age but there was no relationship between DHEAS concentrations and cognitive function or change in cognitive performance over time [343] . In a prospective study of 270 men and 167 women, there was no significant relationship in age-adjusted plasma DHEAS concentrations between individuals with categorically defined cognitive impairment and those without [22] . Finally, some studies have found negative relationships between DHEA(S) concentrations and cognition. In a study of frail elderly patients in a nursing home, high DHEAS concentrations in blood were associated with cognitive impairment in women (but not men) [209] . Similarly, another study of elderly female nursing home residents found that blood concentrations of DHEA were inversely related to cognitive test scores [44] .
Many, but not all, studies have reported lowered serum concentrations of DHEA(S) in patients with poor life satisfaction, psychosocial stress and functional limitations [1, 2, 23, 33, 35, 55, 99, 118, 141, 160, 173, 189, 209, 221, 251, 252, 255, 265, 278, 315, 343, 349] . Low plasma and serum concentrations of DHEAS have been associated with higher ratings of perceived stress [160] , trait anxiety [75] , as well as Type A behavior, cynicism, and hostility [88, 90, 177] . Higher plasma and serum DHEAS concentrations have been associated with higher levels of functioning [33] , higher likelihood of living independently and a lower likelihood of organic brain syndrome in men [265] . Higher plasma and serum concentrations of DHEAS have also been associated with greater amount, frequency, and enjoyment of leisure activities [90] , sexual gratification and frequency of masturbation (in women) [239, 319] , healthier psychological profiles [90] , more expansive personality ratings [319] , and greater sensation-seeking and monotony-avoidance attributes [2] . Most of these studies examined concentrations of DHEAS rather than DHEA, and many assessed female rather than male populations, so the generalizability of these findings is uncertain. In some studies, the relationships were gender-specific (e.g., [209] ). Menopausal status may also matter. Blood DHEAS concentrations were unrelated to well-being in postmenopausal women but were positively related to ratings of vitality in pre-menopausal women [31] .
DHEA(S) treatment effects
Whether or not endogenous concentrations of DHEA(S) are abnormal in various neuropsychiatric illnesses, it is possible that exogenous DHEA supplementation could have therapeutic benefits. Several studies have examined the possibility that pharmacotherapy with DHEA might have beneficial effects, although the majority were either small-scale or short-term, so definitive conclusions are lacking. These studies will be examined in the next section.
Depression
Although clinical trials of DHEA treatment for depression are few in number, they consistently suggest beneficial effects. In an initial small-scale, open-label pilot study, DHEA treatment resulted in significant antidepressant effects in un-medicated middle-aged to elderly patients with major depression [340] . The doses of DHEA were individually adjusted between 30 and 90 mg per day for four weeks to achieve circulating DHEA and DHEAS concentrations in the mid-to-high normal physiologic range for healthy young adults. Subjects demonstrated highly significant improvements in Hamilton Depression Ratings and Symptom Checklist-90 ratings. Mood improvements were significantly related to increases in the circulating concentrations of DHEA and DHEAS and to their ratios with cortisol; changes in cortisol concentrations alone were not correlated with behavioral changes [340] . This small open-label study was followed by a double-blind, placebo-controlled trial in which 22 depressed patients received either DHEA (60-90 mg per day) or a placebo for 6 weeks [339] . Some patients were medication-free at the time of entering the study; others remained depressed despite being on pre-stabilized (for a minimum of 6 weeks) antidepressant medication. In the former group, DHEA or the placebo was used alone; in the latter group, DHEA or the placebo was added to the stabilized antidepressant regimen. DHEA, compared to the placebo, was associated with significant antidepressant responses. Five of 11 DHEA-treated patients showed greater than 50% improvement in depression ratings and had endpoint Hamilton Depression Rating Scale ratings of less than 10, suggesting that they had responded to treatment. None of the 11 placebo-treated patients achieved these milestones [339] . These results raised the possibility that DHEA, used alone or as an antidepressant adjunct in refractory patients, has significant antidepressant effects in some patients. Subsequently, another research group conducted a 12-week, doubleblind, placebo-controlled study in un-medicated patients with mid-life dysthymia (one subject also had concurrent major depression) [39] . Subjects received, in randomized order, DHEA (90 mg per day for 3 weeks, followed by 450 mg per day for 3 weeks) or the placebo for 6 weeks. DHEA (compared to the placebo) produced a robust antidepressant response at both doses [39] . No changes in cognitive function were noted.
There were four important parallel findings in these two controlled studies, even though different types and severities of depressive disorders were studied [39, 339] . First, the response rate (defined as a greater than or equal to 50% improvement in symptoms; adjusted for placebo response) was approximately 40-45% in both studies. Second, the psychological symptoms of depression improved in both studies to a greater extent than the neurovegetative symptoms (e.g., sleep and appetite disturbances). Third, baseline serum DHEA concentrations did not predict antidepressant response, suggesting that DHEA supplementation was not simply correcting a DHEA deficiency in these patients (in which case, it would be expected to work only in those with low DHEA at baseline). Finally, responders to DHEA in both studies achieved higher serum DHEA concentrations following treatment than did nonresponders, and antidepressant effects were directly correlated with changes in serum DHEA concentrations. This concordance across two separate studies in different populations strengthens the argument that the DHEA treatment itself is related to the antidepressant responses.
In another double-blind placebo-controlled trial, DHEA monotherapy (90 mg per day for 3 weeks followed by 450 mg per day for 3 additional weeks) was associated with significant antidepressant effects in patients with both major and minor depression [275] . DHEA treatment was associated with a 45% response rate (defined as greater than 50% improvement in depression ratings), compared to only 12.5% with placebo. In this study, in contrast to those reviewed above, favorable responses were not related to endpoint serum DHEA concentrations or to the treatment-associated changes in DHEA concentrations [275] . Finally, in one additional study, patients with human immunodeficiency virus (HIV) who had non-major but persistent depressive symptoms showed significant antidepressant responses to DHEA compared to placebo [245] .
Thus, to date, every controlled trial of DHEA in depression has reported significant antidepressant effects. Although these data are encouraging, more large-scale studies will be required to establish the place, if any, of DHEA in the management of patients with depression. For example, there have been no head-to-head trials comparing DHEA to standard antidepressants, although in at least one trial, antidepressant non-responders did respond to DHEA augmentation [339] . The risks and benefits of long-term DHEA administration also remain to be further clarified.
Post-traumatic stress disorder (PTSD)
Consistent with the notion that higher endogenous DHEA concentrations in PTSD patients and in severely stressed individuals are related to enhanced resiliency (see above), DHEA treatment may be helpful. Recently, five cases of ''remarkable benefits" have been reported after extremely treatment-resistant patients with PTSD were administered 7-keto DHEA (25-150 mg per day) in an open-label manner [270] . All five of these patients had baseline serum DHEAS concentrations in the lowest quartile of the normal range. The responses in the patients were rapid, occurring within days, and were both subjectively and objectively discernible. 7-keto DHEA was chosen instead of the parent compound DHEA because the 7-keto moiety is not aromatized to testosterone or estrogen and because it may have superior anti-glucocorticoid properties [270] . Given the extreme refractoriness of these PTSD cases to multiple prior treatment attempts, DHEA (or 7-keto DHEA) treatment in PTSD seems deserving of larger-scale, blinded, placebo-controlled trials.
Schizophrenia
In a placebo-controlled study, DHEA (up to 100 mg per day for 6 weeks) significantly decreased negative symptoms, anxiety and depression in patients with schizophrenia [301] . The improvements in negative symptoms (e.g., loss of interest, loss of energy, loss of warmth, loss of humor, decreased sociality and volition) were independent of improvements in depression. Positive symptoms of schizophrenia (e.g., hallucinations and delusions) were not affected. Treatment-associated increases in serum DHEA and DHEAS concentrations were significantly correlated with the improvements in negative symptoms, but not anxiety or depression. In another study by the same group, patients with schizophrenia who were pre-stabilized on the atypical antipsychotic olanzapine, received concurrent DHEA (up to 150 mg per day) or placebo for 12 weeks [303] . Again, DHEA treatment significantly improved negative symptoms, but not positive symptoms. Some improvement was also seen in extrapyramidal motor symptoms (EPS) [303] . A potential role for DHEA in the treatment of EPS has also been suggested in another study. In antipsychotic-treated patients, double-blind DHEA (100 mg per day) significantly decreased parkinsonian symptoms but not akathisia [219] . Changes in blood concentrations of DHEA were negatively associated with changes in parkinsonian symptoms, such that higher increases in DHEA concentrations were associated with greater decreases in parkinsonian symptoms and EPS ratings [219] . The utility of DHEA in treating EPS is consistent with the findings (reviewed above) that endogenous serum concentrations of DHEA are inversely correlated with parkinsonian symptoms in patients with schizophrenia [119] . However, another study found that DHEA (200 mg per day for 6 weeks) was not superior to placebo in treating negative or positive symptoms of schizophrenia or EPS [261] . One possible explanation offered by these authors for the failure to replicate the findings of others [219, 301, 303] is that baseline DHEA concentrations in their patients were higher than those in the other studies [261] .
Dementia
A small number of studies assessed whether DHEA treatment might improve memory in conditions that cause dementia. In preclinical studies, DHEAS has been found to enhance brain cholinergic function and to block scopolamine-induced amnesia in mice [257, 318] . DHEA could play a beneficial role in Alzheimer's disease since DHEA has been found to be neuroprotective against amyloid b protein (Ab) toxicity [53] , to decrease lipid peroxidation in human brain tissue from patients with Alzheimer's disease [24] , and to decrease the BACE enzyme that initiates Ab production [311] . In one study, open-label DHEAS administration (200 mg/ day, intravenously, for 4 weeks) improved psychometric test performance in 4 of 7 patients with multi-infarct dementia [17] . In three of these cases, the improvements were judged clinically significant, and in two cases, electroencephalogram (EEG) patterns showed improvement with DHEAS treatment [17] . In a study investigating the efficacy and tolerability of DHEA vs. placebo in the treatment of Alzheimer's disease, 58 un-medicated Alzheimer's disease patients were randomized to treatment with DHEA alone (50 mg twice a day) or placebo alone for six months [341] . Thirty-three subjects finished the trial. DHEA treatment was well tolerated by the subjects, and interestingly, there were fewer dropouts in the DHEA group than the placebo group. After three months of treatment, DHEA tended to be superior to placebo on structured cognitive ratings (viz., specifically the Alzheimer's Disease Assessment Scale-cognitive subscale [ADAS-Cog]) (p = 0.014), although this narrowly missed the Bonferroni-corrected level of statistical significance of 0.0125. There was no significant effect of DHEA treatment at the 6 month point, although there was, again, a trend for DHEA superiority (p = 0.10) [341] . The negative results of this pilot study must be interpreted cautiously, due to the small sample size and the attendant low power to detect statistically significant effects.
Addison's disease, hypopituitarism and exogenous glucocorticoid therapy
Although not strictly ''neuropsychiatric disorders," certain primary or iatrogenic endocrinopathies may show relief of some neuropsychiatric symptoms and improved overall well-being with DHEA treatment. Evidence of such an improvement comes from a study that utilized well-validated psychological measures in women with adrenal insufficiency secondary to Addison's disease [11] . Patients were treated daily with DHEA (50 mg orally) or placebo for four months in a double-blind, crossover study. Treatment with DHEA, but not placebo, resulted in significant improvements in well-being, mood, anxiety, depression, obsessive-compulsive traits, hostility and exhaustion [10] . These improvements were seen after four months of treatment, but not after one month, which supports the assertion that the psychological benefits of DHEA may take several months to develop [25, 242] . In a similar study, men and women with Addison's disease showed significant improvements in self-esteem, mood and fatigue, but not in cognitive function, with three months of DHEA treatment [131] . However, another study of DHEA treatment (25 mg per day for 9 months) of women with adrenal failure found no significant beneficial effects of DHEA on any subjective measure of well-being, fatigue or sexuality compared to placebo [182] . There were no apparent differences to explain the conflictual findings in these studies, and as yet, there is no clear cut indication for DHEA administration in cases of adrenal insufficiency [36] , except as an empirical, ''compassionate use" trial in individual patients [5] .
In one related situation, patients with hypopituitarism who were already receiving growth hormone maintenance treatment showed improvements in quality of life, social functioning, self-esteem and depression (some were seen in men, others in women) with DHEA supplementation compared to placebo [47] . In another related situation, medically ill patients treated with glucocorticoid medications (e.g., prednisone, dexamethasone) develop hypothalamic-pituitary-adrenal (HPA) axis inhibition [144] . While this HPA inhibition is salutary in the case of cortisol, since the exogenous glucocorticoid medication occupies the glucocorticoid receptors, it may be disadvantageous in the case of DHEA(S) whose actions are not mimicked by the glucocorticoid medication [98, 185] . Several investigators have suggested that DHEA(S) concentrations be monitored during chronic glucocorticoid therapy, and that DHEA supplementation be considered when endogenous concentrations are too low and the patient is symptomatic [102, 263] . In such situations, DHEA augmentation may reduce some of the morbidity associated with glucocorticoid administration [263] . In particular, one condition has received considerable attention. Several studies in glucocorticoid-treated patients with systemic lupus erythematosus have noted psychological benefits, as well as a ''glucocorticoid sparing" effect, in DHEA-supplemented patients [226] .
Effects on general well-being and effects in healthy individuals
In the first published clinical trials of DHEA in the 1950's, Sands and Strauss and colleagues [271, 272, 297, 298] reported that patients with ''schizophrenia, inadequate personality, or emotional immaturity" showed rapid and impressive improvements in energy, insight, self-confidence, emotionality, vitality, adjustment to the environment, and school and occupational performance, anxiety, depression, apathy, and withdrawal. Although these studies were largely uncontrolled, in several cases the improvements dissipated following single-blind crossover to the placebo and returned with single-blind crossover back to DHEA. Similar beneficial results, seen in open-label trials, were reported in patients with ''phobic-obsessive psychoneuroses, neuropsychasthenia, psychopathic personality, involutive syndromes, and depressive psychoses" by early Italian investigators [280, 354] .
In the first double-blind, placebo-controlled clinical trial of DHEA published in 1960, eight patients who had depression, anxiety, social phobia, shyness, lack of confidence and hyposexuality (classified by the investigators as having ''vulnerable personalities") received either DHEA (5-20 mg per day) or a placebo for 3 weeks each in a within-subject crossover design that had a 1-week washout between treatment arms [97] . DHEA treatment was associated with slightly more global positive assessments and with fewer negative global assessments than the placebo, but this was not interpreted as clinically significant by the authors. Unfortunately, the sample size was small, the doses were low, the trial was short, and it used non-standardized ratings and did not present statistical analyses.
After a 30-40 year hiatus, clinical trials with DHEA resumed. Patients with multiple sclerosis and systemic lupus erythematosus showed increased energy, libido, and sense of well-being in open-label trials of DHEA administration [52, 262, 322] . Subsequently, DHEA was administered to healthy, normal middle-aged and elderly subjects in a randomized, placebo-controlled, doubleblind, crossover study [206] . Participants (aged 40-70 years) received DHEA (50 mg) or placebo every evening for 3 months. This dosing schedule restored serum DHEA(S) concentrations to youthful concentrations within 2 weeks, and concentrations were sustained for the entire 3-month period. DHEA-treated subjects showed significant increases in perceived physical and psychological well-being with no change in libido. Reported improvements included increased energy, deeper sleep, improved mood, a more relaxed feeling, and having an enhanced ability to handle stressful events [206] . These results generated considerable interest in the possibility of significant behavioral effects of DHEA, but the global subjective measure used to assess behavioral change (a single visual analog scale measuring sense of well-being) was relatively crude, and these results have not always been replicated.
Postmenopausal women (aged 60-70 years) were treated with single daily percutaneous applications of a 10% DHEA cream for 12 months [76, 163] . This was preceded or was followed by 6 months of placebo cream, although the studies do not state if this was open-label, single-blind, or double-blind. Similar to previous studies [206] , 80% of the women reported enhanced well-being and an increase in energy during DHEA treatment [76, 163] . However, these behavioral changes were assessed with non-standardized daily diaries. An additional double-blind study examined the effects of two weeks of treatment with DHEA (50 mg per day) compared to placebo in healthy elderly men and women [158, 331] . Only women showed a statistical trend in reporting increases in well-being (P = 0.11) and mood (P = 0.10). Women showed better performance in one of six cognitive tests (picture memory) after DHEA treatment. However, after post hoc correction for multiple comparisons, this difference was no longer significant. No effects were observed in the male subjects. This study used reliable neuropsychological test instruments and had an adequate sample size, but the duration of treatment may have been too short for some behavioral changes to become manifest [242] . In a double-blind placebo-controlled study, seven days of DHEA administration enhanced mood and recollection accuracy in episodic memory [4] . Curiously, this latter study with positive findings tested healthy young men, whereas the former study with negative findings tested elderly subjects, who might have been expected to show a greater benefit, owing to their lower baseline endogenous DHEA concentrations. Another well-controlled trial examined the effects of DHEA administration (75 mg per day in men and 50 mg per day in women) for two years on participants over 60 years old and below the 15th percentile in baseline serum DHEAS concentrations for young individuals [222] . There was no change in either gender on quality of life or other non-psychiatric outcomes. In general, other controlled trials in healthy populations (even aging ones) have not been positive. For example, peri-menopausal women with complaints of ''altered mood and well-being" were treated with DHEA (50 mg per day) or placebo, in a blind manner for three months [21] . DHEA had no significant effects on peri-menopausal symptoms, mood, dysphoria, libido, cognition, memory or wellbeing.
Effects on cognition in healthy individuals
In otherwise healthy individuals, the data suggest a lack of significant, consistent effects of DHEA administration on cognitive performance. A recent review of this topic by the Cochrane Database [114] identified only three adequately controlled trials addressing this issue [21, 320, 330] , and concluded that the data do not support a beneficial effect of DHEA supplementation on cognitive function of healthy, non-demented, middle-aged or elderly people. Even if DHEA fails to affect normal memory under basal conditions, it remains possible that DHEA might curtail stress-induced decrements in memory, due to its anti-glucocorticoid effects. To test this hypothesis, cognitive performance was tested before and after a laboratory psychological stressor in DHEA-treated versus placebo-treated subjects [330] . DHEA treatment yielded opposing effects on memory performance as follows; DHEA decreased the post-stress recall of visual material learned prior to the stressor, but it enhanced post-stress attentional performance [330] , making the results difficult to interpret.
Summary
Considerable ambiguity remains regarding the role of DHEA(S) in human neuropsychiatric illness and the potential therapeutic applications of DHEA. There is intriguing but conflictual support for the use of DHEA (in addition to glucocorticoids and mineralocorticoids) in treating patients with Addison's disease or hypopituitarism. Beneficial effects of DHEA have been consistently reported in individuals with major depression, dysthymia and schizophrenia, but these findings are based on a relatively small number of subjects, and more (and larger) studies need to be conducted. Beneficial effects on negative and extrapyramidal symptoms in individuals with schizophrenia would be an exciting and welcome addition to our treatment armamentarium, if the preliminary data are confirmed. Beneficial cognitive effects in demented patients seem mild, if present at all. More research is needed in the treatment of demented populations, since existing studies had small samples sizes with low power to detect significant effects. The studies of DHEA treatment of demented patients generally employed DHEA as a solitary treatment. It would be important to see if DHEA has a more substantial effect if used as an adjunct to standard dementia medications such as cholinesterase inhibitors. Future studies in dementia should also screen for subtypes of patients, which might respond more favorably than others. For example, DHEA blocked lipid peroxidation in vitro in brain tissue samples from Alzheimer's disease patients with at least one Apo E3 allele, but was without effect in patients with the Apo E4/4 genotype [247] .
Despite early hopes, beneficial neuropsychiatric effects of DHEA have not been seen in healthy individuals, even in those of advanced age with low circulating DHEA(S) concentrations [8, 9, 238] . There remains no evidence that DHEA is the long-sought ''fountain of youth" [295] . The possible benefits of DHEA treatment in certain medical or neuropsychiatric conditions, in the face of little if any benefit in healthy individuals, even those with low circulating DHEA(S) concentrations, suggests that: (1) treatment response is not solely dependent on low baseline circulating DHEA(S) concentrations; therefore (except in Addison's disease, hypopituitarism and glucocorticoid-induced HPA axis suppression), response to DHEA is not merely the result of replenishing a deficiency syndrome [339] . Thus, it may be not be realistic to set a goal of ''normalizing" DHEA(S) concentrations in otherwise healthy individuals as a means of slowing or preventing the pro-gression of diseases of normal aging. (2) Beneficial treatment effects are more likely to be seen in medically or neuropsychiatrically ill patients than in healthy individuals. This might be consistent with preclinical data showing that DHEAS treatment has beneficial neurobehavioral effects in mice with experimental mild traumatic brain injury but is without benefit in control mice [202] , and with in vitro data showing neuroprotective effects of DHEA or DHEAS under conditions of anoxia or high levels of corticosterone, but the lack of beneficial effects in cells cultured under normal, non-toxic conditions [150, 190] .
In summary, despite the considerable increase in DHEA(S) research in recent years and the ongoing discovery of its biochemical mechanisms of action, its role in neuropsychiatric diseases and its place in clinical therapeutics remain uncertain. Although the clinical data are far from conclusive in establishing a therapeutic role of DHEA treatment, patients and physicians who decide to undertake a trial of DHEA should be cognizant of several precautions and caveats, as outlined in [8, 9, 321, 338 ].
Future research directions
In reviewing the preclinical and clinical data regarding DHEA, one is struck by the inconsistency in the clinical findings, despite preclinical findings that DHEA and DHEAS have many biological actions. Much of this incongruity undoubtedly lies in the methodological differences on which we have commented. Alternatively, the failure to replicate uniformly the benefits seen in preclinical studies in clinical studies may lie in the nature of neuropsychiatric diagnoses. Many clinical ante mortem neuropsychiatric diagnoses (e.g., depression, anxiety, schizophrenia, dementia) rely on global phenomenologic criteria rather than on specific biochemical pathologies. Further, the clinical studies reviewed here typically assessed global outcome measures (e.g., global severity of depression, anxiety and psychosis, quality of life, subjective well-being, frailty, cognitive function, etc.) rather than parsing out the DHEA(S) effects on the core biochemical abnormalities embedded within those conditions. This global phenomenological approach to assessing outcomes fails to capitalize on the basic science advances that have been made in understanding DHEA(S)' mechanisms of action. For example, instead of assessing correlations between endogenous DHEA(S) concentrations and overall severity of these disease manifestations, it might be more productive to examine relationships with specific mechanisms and processes, e.g., measures of oxidative stress, inflammation, neuroprotection, neurogenesis, as well as neuroanatomical and neurophysiological measures (c.f. [46, 63, 77, 184, 187, 215, 324] ).
The preclinical and clinical data we have reviewed here can, perhaps, be best summarized by the conclusion drawn by two of the original investigators of DHEA(S)' neuropsychiatric effects in 1955:
''Whether diandrone [dehydroepiandrosterone] turns out to be of therapeutic value in psychiatric practice remains to be seen. . .. However, we appear to have at our disposal a chemical agent that can exert a direct and prolonged action on the mental state" [297] .
